WO 01/02379 




PCT/USOO/11004 



257 

What is claimed is: 

1 . A compound having the structure : 




wherein each Ri is independently H, F, Cl, Br, -CN, 
- OH , - N0 2 , - NR 5 R 6 , - S0 2 R 5 , - ( CH 2 ) n OR 5 , 

(CH 2 ) nCONR 5 R 6 / - (CH 2 ) n NR 5 COR 5 , perf luoroalkyl , 

polyf luoroalkyl , aminoalkyl, or straight chained or 
branched C1-C7 alkyl ; 

wherein R 5 is independently H; or straight chained or 
branched C1-C7 alkyl; 

wherein R 6 is independently H; or straight chained or 
branched C1-C7 alkyl; 

wherein B is O, NH or S; 

wherein X is CHR 5 , O or NR 5 ; 

wherein each n independently is an integer from 0 to 
6 inclusive; 
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wherein R 8 is 





wherein Y is C or N; 



wherein R 7 is independently straight chained or 
branched C1-C7 alkyl; 



10 



wherein R 9 is independently H; or straight chained or 
branched C1-C4 alkyl; 
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wherein R x0 is independently H; or 

straight chained or branched Ci-C 4 alkyl; 

wherein R n is 



O 
II 

-S— R 



16 



or 



O 

— P— (CH 2 ) n OR 17 
(CH 2 ) n OR 17 



wherein R 12 is H, straight chained or branched Ci-C 7 
alkyl, (CH 2 ) n ORi7/ or 0(CH 2 ) u ORi 7 ; provided that when X 
is O, R12 cannot be methyl; 

wherein R i3 is independently H; -(CH 2 ) u OR 5 ; - 

( CH 2 ) t CONR 5 R 6 ; - ( CH 2 ) u NR 5 COR 5 ; - ( CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched Ci-C 7 alkyl; Ci-C 7 alkyl in which the C 2 -C 7 
atoms may be optionally substituted with one or more 
F or CI; C3-C7 cycloalkyl-Ci-C 7 alkyl; straight chained 
or branched C 2 -C 7 alkenyl or alkynyl; or C 3 -C 7 
cycloalkyl; phenyl or Ci-Cg phenylalkyl; wherein the 
phenyl or Ci-C 6 phenylalkyl may be substituted with 
one or more of F, CI, -CN, -N0 2 , -NR5R6, -S0 2 R 5 , 
- ( CH 2 ) n COR 7 , * ( CH 2 ) n OR 5 , . - ( CH 2 ) n CONR 5 R6 , 

(CH 2 ) n NR 5 COR 5 , - (CH 2 ) n C0 2 R 5/ - (CH 2 ) n S0 2 NR 5 R 6 , straight 

chained or branched C x -C 7 alkyl, perf luoroalkyl , 
polyf luoroalkyl, or aminoalkyl; 

or R 12 and R i3 together with the amide linkage to which 
they are attached are pyrrol idinonyl , piperidonyl, or 
oxazolidinonyl ; provided that when X is O, R i2 and R i3 
cannot be oxazolidinonyl; 



10 
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wherein R i4 is H; straight chained or 
branched d-C* alkyl; F; or -(CH 2 ) r OR 5 ; 

wherein R 15 is H, straight chained or branched C1-C4 
alkyl, or F; 

with the proviso that when R 14 is -OH, R15 cannot be F; 

wherein R 1S is NR3R4 , perf luoroalkyl , unsubst ituted 
straight chained or branched Ci-C 7 alkyl, substituted 
straight chained or branched C 2 -C 7 alkyl, wherein the 
"I C2-C7 alkyl may be substituted with one or more of 

(H F, CI, -CN, -NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n COR 7 , 

j| ( CH 2 ) „OR 5 , - ( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) „NR 5 CORs , 

CO 15 (CH 2 )„C0 2 R 5 , -(CH 2 )„OCF 3 , perf luoroalkyl , 

polyf luoroalkyl, or aminoalkyl , straight chained or 
branched C 2 -C 7 alkenyl or alkynyl, or C 3 -C 7 cycloalkyl 
or cycloalkenyl ; C 3 -C, cycloalkyl or cycloalkenyl; 
phenyl, heteroaryl, or d-C 7 phenylalkyl , wherein the 
phenyl, heteroaryl, or d-C 7 phenylalkyl may be 
substituted with one or more of F, Cl, Br, -CN, 
-N0 2 , -NR 5 R 6 , - (CH 2 )„NR 5 COR 5 , -S0 2 R 5 , -(CH 2 ) n COR 7 , 

_(CH 2 ) n OR 5 , - (CH 2 ) n CONR 5 R 6 , - (CH 2 ) n C0 2 R 5 , - 

(CH 2 )„S0 2 NR S R 6 , ethylenedioxy, methylenedioxy, straight 
25 chained or branched d-C 7 alkyl, perf luoroalkyl , 

polyf luoroalkyl, or aminoalkyl, straight chained or 
branched C 2 -C 7 alkenyl or alkynyl, or C 3 -C 7 cycloalkyl 
or cycloalkenyl; quinolinyl, 1-naphthyl, 2-naphthyl, 
or 2,1,3-benzothiadiazolyl; wherein the quinolinyl, 
30 1-naphthyl, 2-naphthyl or 2,1,3-benzothiadiazolyl may 

be substituted with one or more of F, Cl, Br, 
-CN, -N0 2 , -NR 5 R 6 , - (CH 2 ) n NR s COR s , -S0 2 R 5 , 

(CH 2 )„COR 7 , -(CH 2 ) n OR 5 , - (CH 2 ) n CONRsR 6 , - (CH 2 ) n C0 2 R 5 , - 
(CH 2 ) n S0 2 NR 5 R s , ethylenedioxy, methylenedioxy, straight 



s 

Hi 

f 3 

m 
111 

3 20 
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chained or branched d- C 7 alkyl, perf luoroalkyl , 
polyf luoroalkyl, or aminoalkyl; 



with the proviso that when X is O and R 8 
NR 9 (CH 2 ) u O(CH 2 ) u NR 10 Rii, Rie cannot be methyl; 



wherein R3 is independently H; -(CH 2 )uORs; - 
10 ( CH a ) tCONR 5 R 6 ; - ( CH 2 ) u NR 5 COR 5 ; - ( CH 2 ) t COR 7 ; - 

t+ (CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R6; -(CH 2 ) U CN; straight chained or 

p| branched Ci-C, alkyl; straight chained or branched C 2 - 

H C 7 alkenyl or alkynyl; or C3-C7 cycloalkyl or 

Jjl cycloalkenyl ; phenyl, Ci-C 6 phenylalkyl or d-C 6 

W 15 heteroarylalkyl ; wherein the phenyl, Ci-C 6 

phenylalkyl, or d-C 6 heteroarylalkyl may be 
C ;f substituted with one or more of F, Cl, Br, -CN, 

Jj* N0 2 , -NR5R6 , - S0 2 R 5 , - ( CH 2 ) „COR 7 , - ( CH 2 ) n OR 5 , 

q - (CH 2 )„CONR 5 R6, " (CH 2 ) n NR 5 COR s , - (CH 2 ) „C0 2 R 5 , 

W 20 (CH 2 )nS0 2 NR 5 R 6 , straight chained or branched C1-C7 

alkyl, perf luoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl; 



wherein R4 is independently H; -(CH 2 ) u OR 5 ; - 
(CH 2 ) t CONRsR6; - (CH 2 ) u NR 5 COR 5 ; -(CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched Ci-C 7 alkyl; straight chained or branched C 2 - 
C 7 alkenyl or alkynyl; or C 3 -C 7 cycloalkyl or 
cycloalkenyl; phenyl or Ci-C 6 phenylalkyl; wherein the 
phenyl or C x -C 6 phenylalkyl may be substituted with 
one or more of F, Cl, Br, -CN, -NQ 2 , -NR 5 R 6 , 
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-S0 2 R S , -(CH 2 )„COR 7 , -(CH 2 ) n OR 5 , 

( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) D NR 5 COR 5 , - ( CH 2 ) n C0 2 R 5 , 

(CH 2 ) n S0 2 NR 5 R 6 , straight chained or branched Ci-C, 
alkyl, perfluoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl ; 



10 



i\l 20 



or R 3 and R 4 taken together with the nitrogen atom to 
which they are attached are 1-azetidinyl , 1- 
pyrrolidinyl, 1-piperidinyl, or lH-azepanyl, wherein 
the 1-azetidinyl, 1 -pyrrol idinyl , 1-piperidinyl, or 
O lH-azepanyl is substituted with one or more of 

fl F, -CN, - (CH 2 ) n NR 5 R6, -S0 2 R 5 , -(CH 2 ) n COR 7 , 

S! (CH 2 )„OR 5 , -(CH 2 ) n CONR 5 R 6 , - (CH 2 ) n NR 5 COR 5 , - (CH 2 ) n C0 2 R 5 , 

CO 15 straight chained or branched Ci-C 7 alkyl, 

I" perfluoroalkyl, polyf luoroalkyl , or aminoalkyl, 

O straight chained or branched C 2 -C 7 alkenyl or alkynyl, 

P or C 3 -C 7 cycloalkyl or cycloalkenyl, or phenyl or 

pj heteroaryl; wherein if - (CH 2 ) „NR 5 R 6 , -(CH 2 ) n OR 5 , or - 

(CH 2 ) n NR 5 COR 5 are in the 2 -position, then n is not 0 ; 
wherein the phenyl or heteroaryl may be substituted 
with one or more of F, CI, Br, -CN, -N0 2/ 
NR 5 R 6 , -S0 2 R 5f -(CH 2 )„C0R 7 , -(CH 2 ) n OR 5 , 
( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) n NR 5 COR 5 , - ( CH 2 ) „C0 2 R s , 

(CH 2 ) n S0 2 NR 5 R 6 , straight chained or branched C1-C7 
alkyl, perfluoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl; 

30 or R 3 and R 4 taken together with the nitrogen atom to 

which they are attached are morphol inyl , 
thiomorpholinyl, [1 , 4} oxazepanyl , [1 , 4] thiazepanyl , 
piperazinyl, or [1 , 4] diazepanyl , wherein the 
morpholinyl, thiomorpholinyl, [l , 4] oxazepanyl , 
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[1,4] thiazepanyl, piperazinyl, or 

[1,4] diazepanyl is optionally substituted with 
straight chained or branched Ci-Cs alkyl or (CH 2 ) t OR 5 ; 
and wherein the nitrogen atom of the piperazinyl or 
[1, 4] diazepanyl ring may be optionally substituted 
with -(CH 2 ) u OR s ; -COR 5 ; straight chained or branched 
Ci-C 5 alkyl; or phenyl; wherein the phenyl may be 
substituted with one or more of F, CI, Br, -CN, -NO z , 
-NR S R 6 -(CH 2 )nOR 5 , straight chained or branched Ci-C 3 
alkyl, perf luoroalkyl, polyf luoroalkyl , or 



§.*!, aminoalkyl ; 



a 

CO 

f 15 



wherein Ri 7 is H, straight chained or branched Ci-C 4 
alkyl, perf luoroalkyl, or polyf luoroalkyl ; 



wherein Ri 9 is (CH 2 ) n 0R 5 , NR 5 R 6 , phenyl, or heteroaryl , 
wherein the phenyl or heteroaryl may be substituted 
with one or more of F, CI, Br, -CN, -N0 2 , 
NR 5 R 6 , - (CH 2 ) n NR 5 COR 5 , -S0 2 R 5 , -(CH 2 )„COR 7 , 
HI 20 (CH 2 ) n OR 5 , - (CH 2 ) n CONR 5 R 6 , - ( CH 2 ) „C0 2 R 5 , - 

(CH 2 ) „S0 2 NR 5 R 6 , ethylenedioxy, methylenedioxy , straight 
chained or branched Ci-C 7 alkyl, perf luoroalkyl , 
polyf luoroalkyl, or aminoalkyl, straight chained or 
branched C 2 -C 7 alkenyl or alkynyl, or C 3 -C 7 cycloalkyl 
25 or cycloalkenyl ; 

wherein m is 0 or 1; 

wherein each p independently is an integer from 0 to 
30 2 inclusive; 



wherein each r independently is an integer from 0 to 
3 inclusive; 
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wherein each s independently is an integer 

from 1 to 6 inclusive; 

wherein t is an integer from 1 to 4 inclusive; 

wherein each u independently is an integer from 2 to 
4 inclusive; 

wherein v is 1 or 2; 

with the proviso that when v is 2, m is 0; 

wherein z is an integer from 2 to 7; 

or a pharmaceutical^ acceptable salt thereof. 

2. The compound of claim 1, wherein the compoy-rld 
comprises the ( + ) enantiomer. 

3. The compound of claim 1, wherein tp£ compound 
comprises the(-) enantiomer. 

4. The compound of claim 1 having th^ structure : 



wherein / is CR 5 R 6 , O or NR 5 . 
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8. The compound of claim 7 wherein the compound is 
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9. The compound of claim 5 having the structure: 




/ 
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10. The compound of claim 9 selected from the group 
cons i st ing of : 



b 
a 

« : 
if" 

%Q 
CO 
CO 

O 
%& 

m 

o 
ru 
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wherein Y is O, S or NH; 

wherein each R i4 independently is H, F, Cl, Br, -CN, 
-OH, -N0 2/ -NR 5 R 6 , -SO2R5, -(CH 2 )nOR 5 , -S0 2 C 6 H 5 , 

- S0 2 NR 5 R 6 , - C 6 H 5 , - ( CH 2 ) n CONR 5 R6 , - ( CH 2 ) n NR 5 COR 5 , 
ethylenedioxy , methyl enedioxy, perf luoroalkyl , 
polyf luoroalkyl , aminoalkyl, or straight chained or 
branched Ci-C 7 alkyl ; or phenyl, heteroaryl, or C x -C 7 
phenylalkyl, wherein the phenyl, heteroaryl, or Ci-C 7 
phenylalkyl may he substituted with one or more of 
F, CI, Br, -CF 3 , -CN, -NO*, >-NR 5 R 6 , -S0 2 R s , - 
(CH 2 ) n OR s , or straight chained or branched C1-C4 alkyl; 
provided that if one R 14 is phenyl, heteroaryl or C3.-C7 
phenylalkyl, the other R X4 is H; 

wherein each Ri independently is H, F, CI, Br, -CN, 
-OH, -N0 2 , -NR 5 R 6 , -SO2R5/ -(CH 2 ) n OR 5 , -S0 2 C 6 H 5 , 

- S0 2 NR 5 R 6 / " C 6 H 5 , - ( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) n NR 5 COR 5 , 
ethylenedioxy, methylenedioxy , perf luoroalkyl , 
polyf luoroalkyl , aminoalkyl, or straight chained or 
branched Ci-C 7 alkyl; or phenyl, heteroaryl, or C x -C 7 
phenylalkyl, wherein the phenyl, heteroaryl, or C x -C 7 
phenylalkyl may be substituted with one or more of F, 
CI, Br, -CF 3/ -CN, -NO z , -NR 5 R 6 , ~S0 2 R 5 , -(CH 2 ) n OR 5 , or 
straight chained or branched C3.-C4 alkyl; 



277 

wherein R 2 is H, straight chained or branched C1-C4 
alkyl, -(CH 2 ) t OR 5 , phenyl optionally substituted with 
one or more of of P, CI, Br, -CF 3 , -CN, -N0 2 , -NR 5 R 6 , 
-S0 2 R 5/ -(CH 2 ) n OR 5 , or straight chained or branched C x - 
C 4 alkyl; 

wherein R 5 is independently H; or straight chained or 
branched C1-C7 alkyl; 

wherein R 6 is independently H; or straight chained or 
branched C1-C7 alkyl; ^ 

wherein each n independently is/an integer from 0 to 
6 inclusive; 

wherein R 8 is 



i) 



ii) 




or 



provided that R x or R 14 cannot be -OH, when R 8 is (ii) ; 
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wherein R 9 is independently H; or straight chained or 
branched Ci-C 4 alkyl; 

wherein Rio is independently H; or straight chained or 
branched C1-C4 alkyl; 

wherein Rn is 

O 
II 

S — R 16 . 

II 
O 



wherein R12 is H, straight chained or branched C x -C 7 
alkyl; or (CH 2 ) n ORi 7 ; 

wherein R13 is independently -(CH 2 ) u ORs; - 

(CH 2 ) t CONR 5 R 6 ; -(CH 2 ) u NR 5 COR 5 ; -(CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched d-C 7 alkyl; Ci-C 7 alkyl in which the C 2 -C 7 
atoms may be optionally substituted with one or more 
F or CI; C 3 -C 7 cycloalkyl -C1-C7 alkyl; straight chained 
or branched C 2 -C 7 alkenyl or alkynyl; or C 3 -C 7 
cycloalkyl; phenyl or C x -C 6 phenylalkyl; wherein the 
phenyl or Cx-Cg phenylalkyl may be substituted with 
one or more of F, Cl , -CN, -N0 2 , -NR 5 R 6 , -S0 2 R 5 , 
- ( CH 2 ) n COR 7 , - ( CH 2 ) n OR 5 , - ( CH 2 ) n CONR 5 R 6 , 

(CH 2 ) n NR s COR 5 , - (CH 2 ) n C0 2 R 5 , - (CH 2 ) n S0 2 NR 5 R 6 , or 

straight chained or branched Ci-C, alkyl, 
perf luoroalkyl, polyf luoroalkyl , or aminoalkyl ; 



10 
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or Riz and R i3 together with the amide linkage to 
which they are attached are pyrrol idinonyl , 
piperidonyl, or oxazol idinonyl ; 

wherein R 7 is independently straight chained or 
branched Ci-C 7 alkyl; 

wherein R 16 is NR 3 R 4 , perf luoroalkyl , unsubstituted 
straight chained or branched d-d alkyl, substituted 
straight chained or branched C 2 -C 7 alkyl, wherein the 
C 2 -C 7 alkyl may be substituted with one or more of 
g F, CI. -CN, -NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n COR 7 , 

y- ( CH 2 ) „OR s , - ( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) „NR 5 COR 5 , 

1 (CH 2 ) n C0 2 R 5 , -(CH 2 )„OCF 3 , perf luoroalkyl , 

P , 5 polyf luoroalkyl , or aminoalkyl, straight chained or 

branched C 2 -C 7 alkenyl or alkynyl, or C 3 -C 7 cycloalkyl 
or cycloalkenyl ; C 3 -C 7 cycloalkyl or cycloalkenyl ; or 
phenyl, heteroaryl, or d-d phenylalkyl , wherein the 
|j phenyl, heteroaryl, or d-d phenylalkyl may be 

substituted with one or more of F, Cl , Br, I, 
-CN, -N0 2 , -NR 5 R 6 , - (CH 2 ) n NR 5 COR 5 , -S0 2 R 5 , 

(CH 2 ) n COR 7 , -(CH 2 ) n OR 5f - (CH 2 ) n CONR 5 R 6 , - (CH 2 ) n C0 2 R 5 , - 
(CH 2 )„S0 2 NR s R 6 , ethylenedioxy, methylenedioxy, straight 
chained or branched d-d alkyl, perf luoroalkyl , 
polyf luoroalkyl , or aminoalkyl, straight chained or 
branched C 2 -C 7 alkenyl or alkynyl, or C 3 -C 7 cycloalkyl 
or cycloalkenyl; quinolinyl, 1-naphthyl, 2- 

naphthyl, or 2 , 1 , 3 -benzothiadiazolyl ; wherein the 
quinolinyl, 1-naphthyl, 2-naphthyl or 2,1,3- 
benzothiadiazolyl may be substituted with one or more 
of F , Cl, Br, I, -CN, -N0 2 , -NR 5 R 6 , - 
( CH 2 ) n NR 5 COR 5 , - S0 2 R 5 , - ( CH 2 ) n COR 7 , - ( CH 2 ) „OR 5 , 
(CH 2 ) n CONR 5 R 6 , - (CH 2 ) n C0 2 R 5 , - (CH 2 ) „S0 2 NR 5 R 6 , 

ethylenedioxy, methylenedioxy, or straight chained or 
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branched d-d alkyl . perf luoroalkyl , 

polyf luoroalkyl, or aminoalkyl ; 

wherein R 3 is independently H; -(CH 2 ) u ORs; - 

(CH 2 ) t CONR 5 R 6 ; -(CH 2 ) u NR 5 COR 5 ; -(CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; -(CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched d-d alkyl; straight chained or branched C 2 - 
C 7 alkenyl or alkynyl ; or C 3 -C 7 cycloalkyl or 
cycloalkenyl; or phenyl, d-d phenylalkyl, or d-d 
heteroarylalkyl ; wherein the phenyl, Ci-C 6 
phenylalkyl, or d-d heteroarylalkyl may be 
substituted with one or more of F, Cl, Br, -CN, 
N0 2 , -NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n COR 7 , -(CH 2 ) n OR 5 , 
- (CH 2 )„C0NR 5 R 6 , - (CH 2 )„NR 5 COR 5 , - (CH 2 ) „C0 2 R 5 , 

(CH 2 ) n S0 2 NRsR 6 , straight chained or branched d-d 
alkyl, perf luoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched d-d alkenyl 
or alkynyl, or C 3 -d cycloalkyl or cycloalkenyl; 

wherein R 4 is independently H; -(CH 2 ) u OR 5 ; 
(CH 2 ) t CONR 5 R6; - (CH 2 ) u NR 5 COR 5 ; -(CH 2 ) t COR 7 ; 

(CH 2 ) t C0 2 R 5 ; -(CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched d-d alkyl; straight chained or branched d- 
C 7 alkenyl or alkynyl; or d-d cycloalkyl or 
cycloalkenyl; or phenyl or d-d phenylalkyl; wherein 
the phenyl or d-d phenylalkyl may be substituted 
with one or more of F, Cl, Br, -CN, -N0 2 , 
NR 5 R 6 , -S0 2 R 5 , -(CH 2 )„COR 7 , -(CH 2 ) n OR 5 , 
( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) n NR 5 C0R 5 , - ( CH 2 ) n C0 2 R 5 , 

(CH 2 ) n S0 2 NR 5 R 6 , straight chained or branched Ci-C 7 
alkyl, perf luoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -d cycloalkyl or cycloalkenyl; 
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or R 3 and R 4 taken together with the nitrogen 
atom to which they are attached are 1-azetidinyl , 1- 
pyrrolidinyl, 1 -piper idinyl , or lH-azepanyl, wherein 
the 1-azetidinyl, 1 -pyrrol idinyl , 1 -piper idinyl , or 
lH-azepanyl is substituted with one or more of 
F, -CN, - (CH 2 ) n NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n COR 7 , 

(CH 2 )„OR 5/ - (CH 2 ) n CONR 5 R6, - ( CH 2 ) „NR 5 COR 5 , - (CH 2 ) n C0 2 R 5 , 
straight chained or branched Ci-C 7 alkyl , 
perfluoroalkyl, polyf luoroalkyl , or aminoalkyl , 
straight chained or branched C 2 -C 7 alkenyl or alkynyl, 
or C3-C7 cycloalkyl or cycloalkenyl , or phenyl or 
heteroaryl; wherein if - (CH 2 ) n NR 5 R 6 , -(CH 2 ) n OR 5 , or - 
(CH 2 )„NR 5 COR 5 are in the 2-position, then n is not 0; 
wherein the phenyl or heteroaryl may be substituted 
with one or more of F, Cl , Br, I, -CN, -N0 2 , 
NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n COR 7 , -(CH 2 ) n OR 5 , 
(CH 2 )„CONR 5 R 6 , - (CH 2 ) n NR 5 COR 5/ - (CH 2 ) n C0 2 R 5 , 

(CH 2 )nS0 2 NR 5 R 6 , straight chained or branched d-C 7 
alkyl, perfluoroalkyl, polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl; 

or R 3 and R 4 taken together with the nitrogen atom to 
which they are attached are morpholinyl, 
thiomorpholinyl, [1 , 4] oxazepanyl , [1 , 4] thiazepanyl , 
piperazinyl, or [1 , 4] diazepanyl , wherein the 
morpholinyl, thiomorpholinyl, [1 , 4] oxazepanyl , 

[1,4] thiazepanyl, piperazinyl, or [1 , 4] diazepanyl is 
optionally substituted with straight chained or 
branched C x -C 5 alkyl or (CH 2 ) t OR 5 ; and wherein the 
nitrogen atom of the piperazinyl or [1 , 4] diazepanyl 
ring may be optionally substituted with -(CH 2 )„OR 5 ; - 
COR 5 ; straight chained or branched d-Cs alkyl; or 
phenyl; wherein the phenyl may be substituted with 
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one or more of F, CI, Br, -CN, -N0 2 , -NR 5 R 6 - 
(CH 2 ) n OR 5 , straight chained or branched C1-C3 alkyl, 
perf luoroalkyl, polyf luoroalkyl , or aminoalkyl; 

wherein R i7 is straight chained or branched C!-C 4 
alkyl, perf luoroalkyl, or polyf luoroalkyl ; 

wherein each p independently is an integer from 0 to 

2 inclusive; 

wherein each r independently is an integer from 0 tc 

3 inclusive ; 

wherein t is an integer from 1 to 4 inclusive; 

wherein each u independently is an integer from 2 tc 

4 inclusive; 

or a pharmaceutical^ acceptable salt thereof. 



16 . The compound of claim 
comprises the ( + ) enantioj 



17. The compound 
comprises the 




wherein the compound 



cJ/aim 15, wherein the compound 
tiomer . 




18. The compound o 



claim 15 having the structure: 
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(R,) 4 

wherein each Ri is independently H, F, Cl , Br, -CN, 
-OH, -N0 2 , -NR 5 R 6 , -S0 2 R 5 , -(CH 2 ) n OR 5 , 

(CH 2 )nCONR 5 R 6 , ~ (CH 2 ) n NR 5 COR 5 , perf luoroalkyl , 

polyf luoroalkyl, aminoalkyl, or straight chained or 
branched C1-C7 alkyl; 

wherein R 5 is independently H; or straight chained or 
branched C1-C7 alkyl; 

wherein R 6 is independently H; or straight chained or 
branched C1-C7 alkyl; 

wherein B is O, NH or S; 

wherein X is S, SO or S0 2 ; 

wherein each n independently is an integer from 0 to 
6 inclusive; 




wherein Y is C or N; 

wherein R 7 is independently straight chained or 
10 branched C1-C7 alkyl; 



wherein R 9 is independently H; or straight chained 
branched C!-C 4 alkyl; 
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wherein Rio is independently H; or 

straight chained or branched Ci-C 4 alkyl; 



wherein Ru is 



S N 

8 \ 



wherein R i2 is H, straight chained or branched Ci-C, 
h alkyl, (CH 2 )„ORi 7 , or 0(CH 2 ) u ORi 7 ; 



Q 



wherein R X3 is independently H; -(CH 2 ) u OR 5 ; - 

|j (CH 2 ) t CONR 5 R 6 ; - (CH 2 ) u NR 5 COR 5 ; -(CH 2 ) t COR 7 ; - 

H (CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 

Q branched C x -C 7 alkyl; d-C 7 alkyl in which the C 2 -C 7 

f= 15 atoms may be optionally substituted with one or more 

tests 

fn F or CI; C 3 -C 7 cycloalkyl-Ci-C 7 alkyl; straight chained 

{jj or branched C 2 -C 7 alkenyl or alkynyl; or C 3 -C 7 

cycloalkyl; phenyl or C x -C 6 phenylalkyl ; wherein the 
phenyl or Ci-C s phenylalkyl may be substituted with 
20 one or more of F, CI, -CN, -N0 2 , -NR 5 R 6 , -S0 2 R 5 , 

- ( CH a ) n COR 7 , - ( CH 2 ) n OR 5 , - ( CH a ) n CONR 5 R 6 . 

(CH 2 )„NR 5 COR 5 , -(CH 2 ) n C0 2 R 5 , - ( CH 2 ) n S0 2 NR 5 R 6 , straight 

chained or branched Ci-C 7 alkyl, perf luoroalkyl , 
polyf luoroalkyl, or aminoalkyl ; 

or R 12 and R i3 together with the amide linkage to which 
they are attached are pyrrol idinonyl , piper idonyl , or 
oxazolidinonyl ; 

30 wherein R 14 is H; straight chained or branched C1-C4 

alkyl; F; or -(CH 2 ) r OR s ; 



25 
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wherein Ri 5 is H, straight chained or 

branched Ci-C 4 alkyl, or F; 

with the proviso that when R i4 is -OH, R 15 cannot be F; 

5 

wherein R 3 is independently H; -(CH 2 ) u OR 5 ; - 
( CH 2 ) tCONR 5 R 6 ; - ( CH 2 ) u NR 5 COR 5 ; - ( CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched Ci-C 7 alkyl; straight chained or branched C 2 - 
10 C 7 alkenyl or alkynyl ; or C 3 -C 7 cycloalkyl or 

p cycloalkenyl; phenyl, Ci-C 6 phenylalkyl or Ci-C 6 

P heteroarylalkyl ; wherein the phenyl, Ci-C 6 

h phenylalkyl, or Ci-C 6 heteroarylalkyl may be 

substituted with one or more of F, CI, Br, -CN, 
^ 15 N0 2 , -NR 5 R 6 / -S0 2 R 5 , -(CH 2 ) n COR 7 , -(CH 2 ) n OR 5 , 

Q - ( CH 2 ) nCONRsRe , - ( CH 2 ) n NR 5 COR 5 , - ( CH 2 ) n C0 2 R 5 , 

4* (CH 2 ) n S0 2 NR 5 R 6 , straight chained or branched C x -C 7 

IH alkyl, perf luoroalkyl , polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl; 



o 
in 

20 



25 



30 



wherein R4 is independently H; -(CH 2 ) u OR 5 ; - 
( CH 2 ) t CONR 5 R 6 ; - < CH a > u NR 5 COR 5 ; - ( CH 2 ) t COR 7 ; - 

(CH 2 ) t C0 2 R 5 ; - (CH 2 ) U NR 5 R 6 ; -(CH 2 ) U CN; straight chained or 
branched C1-C7 alkyl; straight chained or branched C 2 - 
C 7 alkenyl or alkynyl; or C 3 -C 7 cycloalkyl or 
cycloalkenyl; phenyl or Ci-C 6 phenylalkyl; wherein the 
phenyl or Ci-C 6 phenylalkyl may be substituted with 
one or more of F, Cl , Br, -CN, -NO Z/ -NR5R6, 
- S0 2 R 5 , - ( CH 2 ) n COR 7 , - ( CH 2 ) n OR 5 , 

( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) n NR 5 COR 5 , - ( CH 2 ) n C0 2 R 5 , 

(CH 2 ) n S0 2 NR 5 R 6 , straight chained or branched Ci-C 7 
alkyl, perf luoroalkyl , polyf luoroalkyl , or 
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aminoalkyl , straight chained or branched C 2 -C 7 
alkenyl or alkynyl, or C 3 -C 7 cycloalkyl or 
cycloalkenyl ; 

5 or R 3 and R 4 taken together with the nitrogen atom to 

which they are attached are 1-azetidinyl , 1- 
pyrrolidinyl, 1 -piper idinyl , or lH-azepanyl, wherein 
the 1-azetidinyl, 1 -pyrrol idinyl , 1-piperidinyl , or 
lH-azepanyl is substituted with one or more of 
I* 10 F , - CN , - ( CH 2 ) n NR 5 R6 / - S0 2 R 5 / - ( CH 2 ) nCOR 7 , 

( CH 2 ) n OR 5 , - ( CH 2 ) n CONR 5 R 6 , - ( CH 2 ) n NR 5 COR 5 , - ( CH 2 ) n C0 2 R 5 , 
straight chained or branched C;l-C 7 alkyl, 
per f luoroalkyl, polyf luoroalkyl , or aminoalkyl, 
straight chained or branched C 2 -C 7 alkenyl or alkynyl, 



O 

M 
|=l= 

h 
m 

5 15 or C3-C7 cycloalkyl or cycloalkenyl, or phenyl or 

Hi heteroaryl; wherein if - (CH 2 ) n NR 5 R 6 , -(CH 2 ) n OR 5 , or - 

(CH 2 ) n NR 5 COR 5 are in the 2 -position, then n is not 0; 
p wherein the phenyl or heteroaryl may be substituted 



ry 



with one or more of F, CI, Br, -CN, -N0 2 , 
20 NR 5 R 6 , ' S0 2 R 5 , - ( CH 2 ) n COR 7 , - ( CH 2 ) n 0R 5 , 

( CH 2 ) n C0NR 5 R 6 , - ( CH 2 ) n NR 5 COR 5 , - ( CH 2 ) n C0 2 R 5 / 

(CH 2 ) n S0 2 NR 5 R6/ straight chained or branched Ci-C 7 
alkyl, perf luoroalkyl , polyf luoroalkyl , or 

aminoalkyl, straight chained or branched C 2 -C 7 alkenyl 
25 or alkynyl, or C 3 -C 7 cycloalkyl or cycloalkenyl; 

or R 3 and R 4 taken together with the nitrogen atom to 
which they are attached are morpholinyl, 
thiomorpholinyl , [1,4] oxazepanyl , [1.4] thiazepanyl , 
30 piperazinyl, or [1 , 4] diazepanyl , wherein the 

morpholinyl, thiomorpholinyl , [1, 4] oxazepanyl , 

[1 , 4] thiazepanyl, piperazinyl, or [1 , 4] diazepanyl is 
optionally substituted with straight chained or 
branched C1-C5 alkyl or (CH 2 ) t OR 5 ; and wherein the 
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nitrogen atom of the piperazinyl or 
[1 , 4] diazepanyl ring may be optionally substituted 
with -(CH 2 ) u OR 5 ; -COR 5 ; -C0 2 R 5 ; straight chained or 
branched C x -C s alkyl; or phenyl; wherein the phenyl 
may be substituted with one or more of F, Cl, Br, - 
CN, -N0 2/ -NRsRs -(CH 2 ) n OR 5 , straight chained or 
branched C1-C3 alkyl, perf luoroalkyl , polyf luoroalkyl , 
or aminoalkyl ; 

wherein R i7 is straight chained or branched C3.-C4 
alkyl, perf luoroalkyl, or polyf luoroalkyl ; 

wherein m is 0 or 1; 

wherein each p independently is an integer from 0 to 

2 inclusive ; 

wherein each r independently is an integer from 0 to 

3 inclusive; 

wherein each s independently is an integer from 1 to 
6 inclusive; 

wherein t is an integer from 1 to 4 inclusive; 

wherein each u independently is an integer from 2 to 

4 inclusive; 

wherein v is 1 or 2; 

with the proviso that when v is 2, m is 0; 



wherein z is an integer from 2 to 7; 
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or a pharmaceutical ly acceptable salt thereof 



23. The compound of claim 2A , wherein the compound 
comprises the (+) enantior 

24. The compound of claim 22 , wherein the compound 
comprises the(-) enantiomer. 

25. The compound of alaim 22 having the structure; 
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28. The compound of claim 25 having the structure: 




WO 01/02379 



PCT/US00/11004 



295 

31. The compound of claim 30 having the structure: 




1+ 
£3 



32. The compound of claim 25 having the structure; 



CO 

# n 



a 

tn 
p 



N / OR 



33. The compound of claim* 32 having the structure: 



10 




17 
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34. A pharmaceutical composition comprising a 
therapeutically effective amount of the compound/ of 
claim 1, 15 , or 22 and a pharmaceutically acceptable 
carrier. 

35. A pharmaceutical composition of claim 34, wh/rein the 



amount of the compound is an amount from ^about 0.01 
mg to about 8 00 mg. 

36. A pharmaceutical composition of claim A 5, wherein the 
amount of the compound is an amoun/ from about 0.01 
mg to about 500 mg. 

37. A pharmaceutical composition o^ claim 3 6 , wherein the 
amount of the compound is ar/ amount - fronu ,about 0.01 
mg to about 2 50 mg. 

38. A pharmaceutical composition of claim 37, wherein the 
amount of the compqund/is an amount f rorrPSbout 0.1 mg 
to about 60 mg. 

39. A pharmaceutic^3^y5omposition of claim 38, wherein the 
amount of the compound is an amount f rorrP about 1 mg 
to about 20 mc 



40. The pharmaceutical composition of claim 34, wherein 
the carr/er is a liquid and the composition is a 
solutii 



41. 



The /pharmaceutical composition of claim 34 , w herein 
the carrier is a solid and the composition is a 
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42. 



The pharmaceutical / 

wherein the carrier is (a 




opposition of claim 34, 
zQ^ and the composition is a 



suppository. / 

43. A pharmaceutical composition made by combining a 
therapeutically effective amount of the compound of 
claim 1, 15, pr 22 and a pharmaceutically acceptable 
carrier. 

44. A process for making a pharmaceutical composition 
comprising combining a therapeutically effective 
amount of the compound of claim 1, — 1^ or 22 and a 
pharmaceutically acceptable carrier. 

45. Use of the chemical compound of claim 1, lS^^pr 22 
for the preparation of a pharmaceutical composition 
for treating an abnormality, wherein the abnormality 
is alleviated by decreasing the activity of a human 
Y5 receptor. 

46. Use of the compound of claim , 4 5, ^ wherein the 
abnormality is an eating disorder, obesity, bulimia 
nervosa, a sexual disorder, a reproductive disorder, 
depression, an. epileptic seizure, hypertension, 
cerebral hemorrhage, congestive heart failure, or a 
sleep disturbance . 



